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REMARKS 

The Applicant expresses appreciation for the courtesies extended by Examiner Sean E. 
Aeder to Applicant's representative Lars Genieser during the telephonic interview on May 25, 
2010 (herein, " Interview", summarized in the "Interview Summary" mailed May 28, 2010). 

Applicant appreciates the Office Action of April 2, 2010 indicating on pages 2-3 that the 
spelling of the first inventor's name has been corrected, the objection to the specification has 
been withdrawn, and the rejections under 35 U.S.C. § 112, second paragraph and 35 U.S.C. 
§ 102(b) have been withdrawn. 

Applicant respectfully requests reconsideration in light of the amendments above and the 
remarks that follow. 

Claims 1, 5-10, and 16-28 are pending. Claims 6, 8, 10, and 16-19 are withdrawn. 
Claims 2-4 and 11-15 are canceled. Claims 1, 5, and 28 are amended. Support for amended 
claims 1, 5, and 28 is found, for example, in paragraphs [0005] and [0037]-[0038] of the 
specification as filed. 

On pages 3-6, the Office Action rejects claims 1, 5, 7, 9, and 20-28 under 35 U.S£. 
§ 112, first paragraph as allegedly not compliant with the written description requirement. 
Applicant respectfully traverses for the following reasons. 

Applicant submits that the terms "hormone refractory" and "androgen independent" are 
terms of art, and that in the context of prostate cancer, a person having ordinary skill in the art 
would understand the two terms to be equivalent. A human or animal suffering from prostate 
cancer can be subjected to "hormone therapy", a term of art. "Hormone therapy" refers to a 
course of therapy that lowers the level or reduces the effect of a hormone, for example, an 
androgen such as testosterone, through the administration of drugs that lower serum testosterone, 
drugs that act as competitive androgen receptor antagonists, and/or surgical castration. Although 
initially effective at blocking tumor growth, this hormone therapy eventually fails, in that cancer 
cells develop that proliferate despite the hormone therapy. This stage of prostate cancer is 
referred to by those having ordinary skill in the art as "androgen independent" or "hormone 
refractory" prostate cancer. The terms mean that despite the lowering of testosterone levels or 
blocking of the effect of testosterone through drugs or surgery, the prostate cancer cells 
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proliferate despite, that is, independently of or refractory or resistant to, such treatment. The 
terms originally derive from the context of medical treatment of complex organisms, such as 
humans or animals, rather than from the context of cellular biology experiments performed under 
carefully controlled conditions. 

The terms "androgen independent" and "hormone refractory" do not have the meaning 
that cells do not proliferate even when an androgen or hormone is present. That is, a cell is 
considered to be "hormone refractory" when it continues to proliferate even though a hormone, 
e.g., testosterone, is reduced to a very low level. If an increased rate of proliferation is observed 
when the same cell is exposed to a higher level of the hormone, the cell is still considered to be 
hormone refractory. That is, the cell's behavior at reduced levels of hormone determines 
whether it is characterized as being "hormone refractory" (the cell's behavior at normal or 
elevated levels of the hormone does not govern the characterization). 

As discussed in paragraph [00042] of the specification as filed, the inventors of the 
present application determined that there must be some binding of androgen ligand to androgen 
receptors in hormone refractory prostate cancer cells for cells to proliferate. For this reason, the 
last sentence of paragraph [00042] states that "the widely used term 'androgen-independenf may 
be a misleading description of HR prostate cancer." This is a critique of the descriptive value of 
the term, in that the inventors have found that the cells present in the stage of prostate cancer 
termed "androgen independent" by those of ordinary skill in the art in fact require a small 
amount of androgen to proliferate. Nevertheless, the suboptimal descriptive value of the term 
does not alter the fact that there is a distinct type of prostate cancer cell that does not respond to 
hormone therapy, is generally lethal, and is termed "androgen independent" by those of ordinary 
skill in the art. 

The Applicant does, however, appreciate that although Applicant may use terms as they 
are commonly understood by those of ordinary skill in the art, there may be value in selecting a 
term whose meaning is clearer to laypeople than another term, even though the terms are 
understood to be equivalent by those of ordinary skill in the art. Therefore, Applicant has 
amended claim 1 to replace the term "androgen-independent" with "hormone refractory", 
amended claims 5 and 28 to replace the term "ligand-independent" with "ligand refractory", and 
amended claim 28 to replace the terms "androgen-independent" and "estrogen-independent" with 
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"androgen refractory" and "estrogen refractory", respectively. The term "refractory" has the 
meaning of "not responsive to treatment" (see the attached dictionary definition, "refractory", 
Webster's II: New Riverside University Dictionary, Houghton Mifflin (1988) p. 988) and thus 
harks back to the original observations in medical treatment from which the term derives. As 
such, the meaning of the term "hormone refractory" is clear: a disease state not responsive to 
hormone therapy in which hormone levels are decreased. Therefore, although a person having 
ordinary skill in the art would understand the terms "androgen independent" and "hormone 
refractory" in the context of prostate cancer to be equivalent and refer to a state of a prostate 
cancer that does not respond to hormone therapy and the cancer cells associated therewith, 
Applicant, at the Examiner's suggestion, has replaced claim terms using "independent" with 
terms using "refractory". 

Applicant submits that paragraph [00037] of the specification as filed discloses 
engineered cells that meet the limitations of claims 1 and 5 of the present Application. 
Paragraph [00037] discloses "introducfing] an epitope-tagged wildtype AR [androgen receptor] 
cDNA by retrovirus infection into HS [hormone sensitive] LNCaP human prostate cancer cells" 
to make LNCaP-AR cells. This meets the requirement of claim 1 of a "mammalian prostate 
cancer cell expressing] an exogenous wild type androgen receptor polynucleotide that encodes 
an androgen receptor polypeptide" and of claim 5 of a "mammalian cancer cell ... stably 
expressing] an exogenous wild type polynucleotide that encodes a nuclear receptor protein or 
polypeptide" (the androgen receptor being a nuclear receptor protein). Paragraph [00037] 
continues by stating that "[a] three-fold increase in AR levels in LNCaP-AR cells mimics the 
expression difference observed." This meets the requirement of claim 1 that "[the] total 
polypeptide level of said androgen receptor polypeptide ... is at least two-fold higher than the 
endogenous level of androgen receptor ... polypeptide in a hormone-sensitive prostate cancer 
cell" and of claim 5 that "said increased level of mRNA in said selected mammalian cancer cell 
is at least two fold higher than the endogenous level of mRNA in said hormone-sensitive 
mammalian cancer cell." Paragraph [00037] notes that "LNCaP cells infected with the empty 
vector failed to grow in steroid-depleted, charcoal-stripped serum unless supplemented with 100 
pM of the synthetic androgen, R1881," behavior characteristic of the hormone sensitive cell 
phenotype. By contrast, paragraph [00037] notes that "LNCaP-AR cells grew in at least 80% 
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lower concentrations of R1881 [and] were also resistant to bicalutamide," this behavior, 
continued proliferation at lowered hormone levels, being characteristic of the hormone refractory 
phenotype, as required by claim 1 ("growth of said mammalian prostate cancer cell [being] 
hormone refractory") and claim 5 ("growth of said selected mammalian cancer cell [being] 
nuclear receptor ligand refractory"). 

Paragraph [00011] presents the use of these cells by "contacting the compound to be 
tested with [the] mammalian prostate cancer cell ... and then comparing one or more 
characteristics of the mammalian prostate cancer cell ... with the same one or more 
characteristics of a control mammalian prostate cancer cell to which the compound has not been 
administered, wherein a difference in ... the one or more characteristics indicates that the 
compound has an effect on the mammalian prostate cancer cell." Paragraph [00012] discloses 
that these characteristics can be physiological characteristics. Paragraph [00016] discloses 
"treating a hormone refractory prostate cancer in a patient [by] administering to the patient an 
agent that decreases . . . the biological function of the androgen receptor," and one of ordinary 
skill in the art would understand that such treatment necessarily constitutes contacting hormone 
refractory prostate cancer cells with the agent or compound. Paragraph [00028] relates that a 
drag may "inhibit . . . tumor growth" of cancer cells, for example, hormone refractory prostate 
cancer cells. Thus, the written description, for example, paragraphs [0001 1]-[00012], [00016], 
[00028], and [00037], presents all limitations of claims 1 and 5. The experiment presented in 
paragraph [00037] conveys to one of ordinary skill in the art that the Applicant was in possession 
of the subject matter claimed in claims 1 and 5, a method using a cancer cell expressing an 
exogenous wild type androgen receptor polynucleotide and exhibiting hormone refractory 
growth. 

Because the subject matter of claims 1 and 5 and the remaining claims, which are 
dependent therefrom, were presented in the written description of the specification as filed, and 
that one of ordinary skill in the art would therefore understand that the inventors had possession 
of the claimed invention at the time the application was filed, claims 1 and 5 as amended and 
claims 7, 9, and 20-28 dependent therefrom comply with 35 U.S.C. § 112, first paragraph. 
Applicant therefore respectfully requests that the rejection of claims 1, 5, 7, 9, and 20-28 be 
withdrawn. 
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Applicant hereby requests continued examination, and the Commissioner for Patents is 
authorized to charge the fee of $405 due for a small entity for a Request for Continued 
Examination (RCE) to Deposit Account Number 22-0261, under Order Number 58086-232451. 
If any additional fee or any refund is deemed due, for this filing and any filing made hereafter by 
this firm for this Application, the Commissioner for Patents is authorized to charge the fee or 
credit the refund to Deposit Account Number 22-0261, under Order Number 58086-232451. 

If the Examiner believes, for any reason, that personal communication will expedite 
prosecution of this application, the Examiner is hereby invited to telephone the undersigned at 
the number provided. Applicant respectfully requests that a Notice of Allowance of all pending 
claims not withdrawn, claims 1 , 5, 7, 9, and 20-28, be timely issued in this case. 



Respectfully submitted, 




Date: July 2, 2010 



Lars H. Genieser, Ph.D. 
Registration No. 46,722 
VenableLLP 
P.O. Box 34385 
Washington, D.C. 20043-9998 
Telephone (Direct): (202) 344-8234 
Telephone (Main): (202) 344-4000 
Telefax: (202)344-8300 
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to an authority for arbitration, decision, or examination. 5. To direct 
the attention of. —vi. 1. To pertain : concern <comments re/erring 
to the author's last book> 2. To allude or make reference <re/erred 
to Virginia as the Old Dominion > 3. To turn to, as for information 
or, authority, -ref era-ble (refar-a-bai, rl-foy-) act), -re-fer-rol 
(rl-Mr'al)n. -re-fcr-rern. 

ref-e-ree (r6P a-rt') a 1. One to whom something is referred, esp. 
for settlement or decision. 2. An official supervising the play in a 
sport : umpire. 3. Law. One appointed by a court to examine and 
report on a case. —v. -reed, -ree-ing, -rees. — vt To judge as ref- 
eree. — vi. To act as referee, 
ref-er-ence (rffar-ans, rSfrsns) n. L An 
that is referred to. b. Signi" 
• ' «. 3. The 



3i denotation. 3 
U/erence to><in ; 
ation <without rr. 



referring. 2. a. One 
1 context c. Mean- 
or referred <with 



re-flex ( r{ '^|') [Ut. tenems, P-P»rt of 
iol. Designating an involuntary action or 'response, 
or hiccup, -n. (re'fleks'). t Reflection or an image caused 
don. 2. Physiol. Involuntary response to a stimulus. 3. fw? f «■ 
unlearned or instinctive response to a stimulus. 4. A Binta,* 
or feature that reflects or represents an earlier, often reconlrnp® 
form or feature having undergone phonetic or other chant*a§ 
(rt-flSks') -flexed, .flex-In*, -flex-ea. LTo bend, tum-EJ* 
reflect 2. To cause to undergo a reflex process. .'™ c f6' 
reflex angle n. An angle greater than 180° and less tha„ M 
reflex arc n. Physiol. The neural path of a simple reflet, ,w 
reflex camera n. A camera fitted with a mirror to afaM- 
image recordable onto a coupled viewing screen.'S ? 



--. jo their earlier misfortune> 

i a publication guiding the reader to another passage or 
source, b. The passage or source so indicated, c. A mark or footnote 
for directing a reader elsewhere for more information. 6. Law. 
a. Submission of a case to a referee, b. Legal actions conducted be- 
fore or by a referee. 7. a. One in a position to recommend another or 
, to vouch for his or her fitness, as for a job. b. A written statement 
about someone's qualifications, character, and dependability. — ref • 
er-encer n. — ref er-en'tiol (-a-rtn'shal) ail . 
ref-er-en-dum (refa-ren'dam) a. pi. -dura or -da (-da) [Lat, 
— - 1 --' — '--.] 1, a.S-- k ~- ' J 



re-fill (re-fil') vt. -filled, -fill-ins, -fllla. To fill again. — a (rf- 
f II'). 1. A product packaged to replace the used contents of a con- 
tainer. 2. A second or subsequent filling. 

re-fine (ri-f In') v. -fined, -fin-ing, -fines. — vt. 1. To reduce to a 
pure state : purift. 2. To remove by purifying. 3. To free from coarse 
characteristics. — W. l.To become free of impurities. 2. To acquire 
polish or elegance. 3. To use subtlety and precise distinctions in 
thought or speech. — rc-ftn'cr n. 

, d (rIf Indf) adj i. jerked by good taste and broad knowl- 
ji^result of development and education. 2. Free of impurities 



3. Extremely precise. 



cultured, urbane, well-bred ref or-inato-ry 



» »/u>; IWUNOU, CUHIVAIJSU, UULIVRHU, URBANE, WELL-BP 

ad/, core meaning : marked by good taste and broad knowledge a 
result of development and education <had refined, finishing-schuiu 
manners > ant: coarse, crude 

re-fine-ment (ri-f In'mant) a. 1. An act of refining or the state of 
being refined. 2, The result of refining, as an improvement or elabo- 
ration. 3. Fineness of thought or expression : cultivation. 4. Keen 
or precise phrasing. 

reflner-y (ri-f T'na-rt) n., pi. -iee. An industrial plant for purifying 
a crude substance, as petroleum. 

re-fin-lsh (re-f ln'Ish) vt -ished, -ish-ing, -i»h-e». To apply a new 

re-fit (re-flf) v. -fit-ted, -fit-ting, -fit». — vt To prepare and 
.equip for additional use. — vi. To be made fit again. — n. (re'fif, 

re-f If )■ 1- Repair of damage or wear. 2. A secondary or subsequent 

preparation of supplies and equipment. 

re flect (rl-flikf ) v. -fleet ed, .fleet-ins, -fleet.. [ME re/Jecten 
< OFr. reflecur < Lat. re/lectere, to bend back : re-, back + flectae, 
to bend.] — vt. 1. To throw or bend back <e.g., light) from a surface. 
2, To form an image of (an object) : mirror, 3. To manifest as a 
result of one's actions <This work reflects carelessness. > 4. .Ar- 
chaic. To bend back. — vi. JLTo be bent back. 2, To give back a 
likeness. 3. To think or consider seriously. 4. To bring blame or re- 

* syns; REftECT, image, mirror v. core meaning : to send back 
or form an image of <a pool that reflects nearby buildings> 

re-flec-tance (rt-fUk'tans) n. The ratio of the total radiant flux, as 
of light, reflected by a surface to the total incident on the surface. 

reflecting telescope n. An optical telescope in which the prin- 
cipal image-forming element is a parabolic or spherical mirror. 

re flec tion (ri-fjek'shon) a 1. An act or instance of reflecting or 
the state of being reflected. 2. Something reflected, as light, radiant 

b. The results of such consider 
discredit — re-flec'tion-ol ad; 

re-flec-tive (ri-fiek'tiv) ad/. 1. Of, relating to, produced by, 
suiting from reflection. 2, Meditative, -reflec'tively adv. 

re-flec-tivi-ty (re'flSk-tlvT-te) a, pi. -ties. l.The quality 
ing reflective. 2. Ability to reflect 3. Physics. The ratio of the _.. 
sity of the total radiation, as of light, reflected from a surface to 

.total incident on the surface. 

re-flec-tom-e-ter (re'flek-tom'I-tar) n. 



Ive-neaa, re'flex-iVi-ty (re'fiek-sIVI-te) n. 
ref-lu-ent (rifloo-wit) adj. [Lat. refluem, pr.part. of rej 
flowjjack : re-, back + fluere, to flow.] Flowing back : asma 

re-flux (rt'flflks') n. [ME < Med. Ut refluxus : Lat. re-, back + 
< flaere, to flow.] A flowing backtEBB. 
. . (re-fortst, -forlst) vt. -eatcd, -eat-ing, .«««. To it- 
plant (an area) with forest trees. — ie'fbr-ea-ta'tion a 
re-form (rl-form') v. -formed, -form -ing, -forms. [ME reformat 
< OFr. reformer < Lat. reformare : re-, again + formate, to form* 
forma, form.] — -vt. 1, To improve by altering, correcting errors, or 
removing defects. 2. To eliminate abuse or malpractice in <reforaj 
the penal system> 3. To cause (a person) to give up irresponsible m 
immoral practices, —vi. To give up irresponsible or immoral prac- 
tices. — n. L A change for the better. 2. A movement that tries to 
improve a sociopolitical situation without revolutionary ■ ri»"» 
3. Moral improvement. —re-for'ma-tivi " 
re-form (r£.fflrm') vt & W. -forn 
again or to become formed again, 
ref-or-ma-tion (ref ar-mS'shan) n. t An 

sate of being reformed. 2. Reformation. 1 

leading to separation of the Protestant churches from the Roman 
— 'lolic Church. — ref or-ma'tional adj. 

a-to-ry (i-i-fOr-ms-tare, -tart) a. pi. -rie*. A penal ins* 
the discipline, reformation, and training of young offend- 
ers. — adf. Serving or intending to reform, 
re-formed (ri-f6rmd') ad/. 1, Improved by removal of faults. 2. Im- 
proved in conduct or character. 3. Reformed. Of, relating to, °> 
denoting the Protestant churches that follow the teachings of 



Calvin and Ulrich Zwingli. 
ing Reform Judaism, 
re-form-ism (rf-fOr'mfe'am) j 

Reform Judaism a A branch of Judaism dating from the •' th 
cent, that aims for reconciliation of historical Judaism with modem 
life and does not demand strict adherence to traditional law. 

reform school n. A reformatory. 

re-fract (rl-frikf) vt -fract-ed, -tract-ins, . tracts. [Ut. refdit 
gere, refract-, to break up : re-, back + frangere, to break.] To dene" 
(e^light) fro ^j a «t«ight path by refraction. 

duce the final image, 
re-frac-tion (ri-frak'shan) _ 

ing wave, as of light or sound, at tne oounoary oetween --- 
urns with different refractive indices or in passage tbrougb ' 
medium of nonuniform density. 2. Astioa. Apparent positional ele- 
vation of celestial objects resulting from deflection of light enter"* 
the earth's atmosphere, -re-frac'tlon-ol, re-frac'tive adj.-* 
frac'tlTe-ly adv. -re-frec'tive-ness, refrac-tiv-i-ty (r«W" tIV 
I-«)n. 

Physics. Index of refraction. ^ 



ntofrefomi 



A telescope in which lenses alone pr» 
1. Physics. Deflection of a proj»Kj; 



mi imputation of censure o: 



re-frac-tom e ter (rt'frSk-to: 
uring indices of refraction, 
re-fractor (rl-frik'tar) n. 1. One that refracts. 1 A refracting ^ 

re^ac-to-ry (rl-frik'ta-re) aH. [Ohs. refraciary < Lat reft"**" 1 ® 
< refrinxere, to break up, —see refract.] 1. Obstinate : unmans 
-*-■-. <a refractory child> 2. Difficult i • 




, vi To hold oneself back : eorbear. ~^Ak 1 
Ht*'ir hold back : CURB, -re-fxain'er n. n 
RETRAIN, ABSTAIN, PORBEAR, KEI 
','rto' bold oneseB back <refrain from 

(rl-Wn') n. [ME refreyn < OFr. refrain < re 
ut revere, to break up. -see refract.] L 
Ce «pta«d ^intervals throughout a song orpoem 
^^□Ttanza. b. Music for the refrain of a poem. I 
^.ri-ble (rt-frJn'ja-bal) ad/. Capable of being reft 
tf^i.hU'i-tv, re<ran'gi-bleT>ea» n. 
*£Sh W -fr&B') v. -fre.hed, -fre«n-in», -fxerfi-e* 
^IV, reheschit : re-, anew (< Ut.) + fres, fresh, < 
*«,' °n I tS« (one) with or as if with rest, to. 
"K 2'r rool clean or damp : freshen. 3. To renew 
l £S&Sm "™ory> -vi. 1.TO take refreshme 

j^-ja^ 

^rerTriSar, a One 4at refreshes -a*^ 



jcsliandu! 



Zt (rl-fresh'mant) n. T l. An act of refre 

^^^.frVM^)adi.l.CocMn g ortt^ 
Sfever. -a L A substance, as air ammonia, wa 



refrigerate (rl-frli'a-iif) vt ^t^-.t-iw>-«t« 

^etfgerat- : nv. anew + frigerare, to make cool < 
• -o cool or chill (a substance). 2. To preserve (foo. 
t'tlon a -re-fri«'er-«'tive adj. & a - 



: (ri-frln'jans) a . 

„ (rl-frlnlMit) ad/. [Ut ref 
up. —see REFRACT.) Of, re 



ir. p.t. & P P- of REAVE'. 
«(reft)v. var. p.t & p.p. o/reavej. 
ie«n-el (rt-fyoVal) vt & vi. -.lt*-eHn£-el» £ 
Uni-eU. To supply again with fuel or to take on a ir- 
~Kge WW) a [ME< 0rt < Ut.re/ugium < i 
my : re-, back + fugere, to flee.] h a. The state of 1 
« from danger or hardship, b. Protection so provided 
provides protection or shelter : baven. 3. Somethin 
»ay turn for help, relief , or escape <Suence ^ 
-v. -uged, -ng-ing, -ug-u. Archaic. — vt To give 

T ° *^fREFUGE, ASTLUM SANCTUARY, SBEL« 
>»g : the state of being protected, as from danger <i 

nfu^ee^refydb-je') a [Fr. ni/ugM < P-P»«- of J 
Rfuge < OFr. re/uge, refuge.] One who flees, usujo 

Here to flash back : re-, back + fulgere, to flas) 
wtly • resplendent <admired the refu 
-wful'gence, re-fol'gen-cy a -re-fnl'gent-ly 
"•fund (ri-fand' r rS'fttnd') V. -fund-ed, -taud-ii 
' ' ' to pour back < OFr. re/under < Lat refunc 
Vmir.] -vt LTo back ! retu 
■To make repayment, -a (rS'fund') 
1 repaid. — re-fund'a-ble a 



"mnaen, t 
«ere, tc 
(money). — vi. to 
°f funds. 2. An ar 



debt) with, new borrowing, 
"yna issue) witn a new bond issue. ■ • 
^•fur-bish (re-fflr1)Ish) v 



t-fund (rt-fund') vt. -f 
'new. 2. To pay back (a de 
e) with a 



™»K clean, bngnt, or rresn ag«iu. » -f 

^•fus-al (ri-fyi56'zal) a L An act of refusing, 2. T 
H 8ht to accept or reject 

'''fusel (ri-fyoozO v. •roeed, -fu»-ing, -fm-ei 

°tt, refuser < VUt. 'refusare < Ut. refundere, tc 
*sfond 1 — vt LTo decUne to do, accept, give, i 
"ine to jump (an obstacle). -Used of a horse, -vj 
8t «pt, allow, or give something. -re-foe'er a 
**L2> (rtfyoZ) a [ME < OFr. refus, re,ect.o 



* boot ouout thtl 



i about, item, edible 
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